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AGREEMENT FOR CLINICAIL SERVICES

THIS AGREEMENT FOR CLINICAL SERVICES ("Agrcement") is entered into as of
this 1st day of November, 2001 between PPD Development, LLC, a contract rescarch
organization with its principal place of busincss at 3151 South 17" Street, Wilmington,
NC 28412 (hercinafter referred to as "PPD"), and Aventis Pharmaccuticals Inc., a
corporation with its principal place of busincss at Rt 202/206, P.O. Box 6800,
Bridgewater, NJ 08807-0800 (hercinafter referred to as "TAVENTIS").

WITNESSETH:

WHEREAS, AVENTIS is cngaged in the development, manufacture, distribution, and/or
salc of pharmaccutical products; and

WHEREAS, PPD is a contract rescarch organization engaged in the business of managing
and cxccuting clinical rescarch programs; and

WHEREAS, AVENTIS wishes to retain PPD to perform certain clinical rescarch services
("the Project”) in connection with a clinical trial AVENTIS is conducting (“the Study”)
pursuant to a protocol entitled, “A MultiCenter Study of Singlc Escalating Dosc Safety
and Pharmacokinetics of Oral Fexofenadinc Hydrochloride in Children from 6 months to
2 ycars of Age”, a copy of which is attached as Attachment A and is incorporated by
reference herein (“the Protocol”).

WHEREAS, PPD is willing to perform such scrvices in accordance with the terms and
conditions sct forth herein,

NOW, THEREFORE, for valuable consideration and intending to be Iegally bound, the
partics agree as follows:

1. _DEFINITIONS

As uscd in this Agreement, the following terms have the meanings sct forth below.,

1.1 "Critical Activitics” shall mean the unit-based services and deliverables for
the Projcct.

1.2 “Critical Activity Billing Unit" means, with respect to any Critical Activity, the
level or amount of scrvices, which this Agreement specifics as constituting onc
unit of such Critical Activity.

1.3 "Evaluablc Paticnt” shall mean a paticnt who has met all Protocol cntrance
criteria, is randomized to trcatment, and has data available for analysis in
accordance with the Protocol.
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1.4 "FDA" shall mcan the United States Food and Drug Administration.

1.5  "IND" shall mcan a claimed Investigational New Drug Exemption filed with the
FDA.

1.6 "Investigator" shall mean a licensed health professional who is engaged by PPD or
AVENTIS to conduct the Study.

1.7 “Investigator Meccting” mcans a meeting to {familiarize participating Investigators
with the protocol requircments.

1.8  "NDA" shall mean a New Drug Application.

19 "Randomized Paticnt" shall mean a paticnt who has met all Protocol cntrance
critcria and is randomized to trcatment in accordance with the Protocol.

1.10  "Study Drug" shall mean Tclithromycin

1.11  “Aventis” mcans the sponsor and/or Contract Partners, who provide services for

Aventis in performance of the work under this Agrecment including potentially
Quintiles, Inc. (hercinafier referred to as "QKAN").

2. SCOPE OF PPD RESPONSIBILITIES

Sct forth in Attachment B (Scope of Work) is a description of the specific activitics,
which PPD shall perform for cach of the Critical Activitics.

3.1

3. _PERSONNEL

PPD Staff Qualifications. PPD will perform its work hercunder with highly
qualificd, trained and cducated personncl knowledgeable in Good Clinical
Practices (GCPs), applicablc rcgulatory requircments, clinical project
management, pharmaccutical drug devclopment and, if possible, in AVENTIS
therapeutic arcas and products. PPD is responsible for training of its staff in order
to maintain their knowledge to the statc of the art. The costs for such training will
be fully covered by PPD.
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3.2 Kecy Project Personnel. AVENTIS considers personnel described in Attachment C

3.3

34

3.5

4.1

S.1

(Key Personnel), which is attached hercto and hereby incorporated by reference as
"Key Personnel” for the Project. As long as these persons remain in the employ of
PPD respectively, they shall not be replaced in the Project or their Project
responsibilitics materially reduced or altered without the prior agrcement of
AVENTIS which shall not bc unrcasonably withheld.

Staff Member Termination. PPD will terminate immediately the assignment of
any PPD staff member working under the Agreement for rcasonablc causc
identificd by thc AVENTIS Clinical contact named in Attachment C (Key
Personncl),

Assignment and Subcontracting. PPD may not assign or subcontract any part of
thc work under this Agrccment to any third party unless AVENTIS has
specifically agreed in writing to such assignment or subcontract.

During the period in which the Study is being conducted, ncither party shall

rccruit, hirc or employ any personncl of the other who is matcrial to the
performance of the Study without the prior written consent of the other party.

4. TRANSFER OF OBLIGATIONS

Pursuant to 21 CFR312.52, AVENTIS has transferred to PPD all of the
obligations identificd in Attachment D (Transfer of Obligations), attached hercto
and hereby incorporated by reference, and agrees that the same description and
cxtent of obligations transferred shall be included in Form FDA 1571, Section 13,
PPD agrecs to carry out diligently all transferred obligations.

S. FINANCIAL TERMS AND CONDITIONS

Total Budget. The Project Budget is attached hereto as Attachment E (Project
Budget). In accordance with the Project Budget, AVENTIS agrees to pay PPD a
maximum of $28,865,896 (519,384,796 for Dircct Costs and $9,481,100 for
Indircct Costs) incurred for the duration of the Project. The Project Budget
(Attachment E) is fully transparent and includcs all planned Project Activitics and
all planned costs. Pass through costs arc cstimates and may vary as circumstances
rcquire provided however Aventis shall approve pass through cxpenditures in
cxcess of that sct forth above. AVENTIS shall not be responsible for paying PPD
any labor costs or for rcimbursing PPD for any pass-through or third-party costs
incurrcd other than thosc sct for in Attachment E (Project Budget), cxcept as
AVENTIS shall expressly agree upon in accordance with Section 5.3 (Unforseen
Costs).
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3.2

5.3

5.4

Amounts payable to PPD with respect to Attachment E (Project Budget),
cxcluding travel and other pass-through or third party costs shall be billed on the
basis of the Payment Schedule, Attachment F. Invoices will be sent monthly
according to the Fixed Payments within of the Payment Schedule. The Variable
Payments will be invoiced when the variable trigger, as identified within the
Payment Schedule, is achicved, and in the event the trigger is not achieved will be
prorated using the sct forth unit price within the Variablec Payment portion of the
Payment Schedule. The Payment Schedule contains an additional $500,000
incentive for patients in cxcess of 20,000. The additional $500,000 will be
available only when PPD cxceeds 20,000 patients and will be invoiced on a
proratcd basis using the sct forth unit price within the Variable Payment portion of
the Payment Schedule.  Subject to section 5.3, the Payment Schedule is the total
amount payable to PPD for thc successful performance of the parameters
identificd within thc Payment Schedule, Attachment F and Scope of Work,
Attachment B,

Payment Bascd on Critical Activitics. Amounts payable to PPD with respect to

this Project, cxcluding travel and other pass-through cxpenscs (such as payments
to Investigators and other third partics), shall be billed on the basis of the
successful performance of the Critical Activitics identificd in Attachment B
(Scopc of Work).

Unforescen Costs. In the cvent that, afier the initiation of the Project, AVENTIS
shall requirc a material change in the scope of work to be performed by PPD
hereunder, the parties shall exccute a project change form substantially in the form
of Attachment G (Change Order) hereto. The Change Order shall specify the
amount of dircct and indircet costs (including pass-through and third party) which
shall be added or deleted from the Projcct Budget as a result of the change in
scope of Project.

Travel/Pass-Through Reimbursement. Travel and other pass-through expenscs
rcasonably incurred by PPD in connection with the performance of the Project and
which have been provided for in the Project Budget shall be reimbursed to PPD
within thirty (30) days of reccipt by AVENTIS of an itemized statement listing all
such cxpenses, together with any appropriatc supporting documentation. In
situations where expenscs incurred by PPD may also be allocated to PPD’s other
customers (c.g., @ sitc visit to an institution participating in the Study and a
clinical study sponsored by onc or morc of PPD’s other customers), PPD shall bill
AVENTIS for only its cquitable portion of such expenses. Whenever possible,
PPD shall manage its activitics on behalf of AVENTIS and its other customers in
such a fashion so as to maximizc the opportunity for the sharing of cxpenscs.
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5.5

5.6

6.1

In order to reccive reimbursement for any pass-through cxpenscs, PPD must
provide a copy of a writtcn reeeipt for any expensc of twenty-five dollars ($25.00)
or morc. Specific prior approval shall be obtained for any expense of two hundred
and fifty dollars ($250.00) or morc. PPD will not bc asked to initiate work before
such approval is given. PPD will conform to AVENTIS's Vendor Travel Policy
(Attachment H) attached herceto and incorporated hercin by reference.

It is cxpressly understood that all pass-through cxpenses shall not have profit,
overhcad or gencral administration factors applied to them and shall be separately
accounted for by PPD. Any savings duc to under-spending in Investigator grants
or laboratory charges may not be applied to labor or other pass-through costs
without the prior written approval of AVENTIS.

Monthly Payments PPD will invoicc AVENTIS according to Attachment F
(Payment Schedule) for work performed as outlined in the Attachment B (Scope
of Work). AVENTIS will not pay for any scction of an invoice, which contains
disputcd amounts. Any disagrecment between AVENTIS and PPD regarding
work performed or cxpenscs incurrcd by PPD and specified on the invoice must
be resolved in full before that portion of the invoice will be paid by AVENTIS.
AVENTIS will not pay for any time or cxpense incurred by PPD in reconciling
invoices. In the cvent of a dispute regarding an invoice, AVENTIS shall pay the
undisputed portion and the partics shall negotiatc in good faith in an cffort to
resolve promptly such dispute. In no cvent shall AVENTIS be obligated to pay
any invoices, which are received more than nincty (90) days after complction or
termination of the Project.

Financial Audits. AVENTIS, or its auditors, may audit any financial rccords of
PPD associated with this Agrecment upon 48 hours notice until two ycars after
complction or carly termination of the Study. Such records may include, without
limitation, invoices from third partics, contracts with third partics and payments
rclating to the Study. To the cxtent such records arc not scparable from other
customer rccords, PPD shall grant rcasonablc access to the rccords to an
independent auditor sclected by AVENTIS. In no cvent shall such auditors be
entitled to disclosc to AVENTIS any information rclating to projccts for PPD’s
other customers. In the cvent it is determined that PPD has overcharged
AVENTIS for any pass-through cxpenses, PPD shall promptly rcimburse
AVENTIS for thc amount of such overcharge,

6. PROJECT MANAGEMENT

Performance Metrics. PPD understands that the study described herein is a
pivotal study for AVENTIS and, therefore, AVENTIS associates a high level of
risk in achicving thc NDA/MAA filing datc cstablishcd by corporate mandate by
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6.2

6.3

7.1

contracting out the activitics described in this Agreement. Accordingly, in the
cvent that PPD doces not provide clean casc report forms, including all querics
with appropriate resolution for all patients, to AVENTIS within sixty (60) days of
the datc the last patient completes treatment (28 February 2002), in accordance
with Attachment I (Project Timc and Events Schedule), AVENTIS shall be
cntitled to deduct from the compensation payable to PPD hereunder an amount
documented by AVENTIS to be rcasonably nccessary to cover the costs of
intcrnal resources, and associated travel and other out-of-pocket expenses which
AVENTIS reasonably allocates or incurs to obtain clean casc rcport forms,
including all queries with appropriatc resolution for all paticnts, on time, The
foregoing shall not apply to the cxtent PPD can establish that the failure to
provide clcan casc report forms, including all querics with appropriate resolution
for all paticnts, by the deadline is the result of events which were beyond the
control of PPD and which could not have been avoided by the excreisc of
rcasonable diligence.

Mutually Acceptable Solution. In the event the Project falls behind schedule,
PPD shall proposc, and the partics shall endeavor to agree upon, a mutually
acceptable solution to bring the Project back onto schedule or to take whatever
other action is required to remedy the problem. AVENTIS will not be responsible
for reimbursing PPD for any costs or cxpenses incurred in accordance with this
Article 6 unless such delay is a product of Force Majcure or unless agreed to per
Scction 5.3 (Unforescen Costs). For the avoidance of doubt, nothing in this
Article 6 is intended to limit or prevent AVENTIS from exercising its rights under
Scction 6.1 (Performance Metrics) or Article 11 (Term and Termination of
Agrcement) hereof.,

Pcrformance Obligations. PPD will perform all work hercunder in accordance
with the terms of the Protocol, all written directions and instructions from
AVENTIS, generally accepted professional standards of care and all applicable
federal, state and local laws, rules and regulations of cach country where the Study
will be conducted, including without limitation Good Clinical Practices and ICH
Guidclines for Clinical Practicc.

7. _CONFIDENTIALITY

Confidentiality of Information. PPD agrees to hold in confidence all materials,
documents and information that AVENTIS discloscs to PPD or an Investigator
pursuant to this Agrcement, and all materials, documents and information
gathcred or developed pursuant to this Agreement ("Confidential Information").
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7.2

7.3

7.4

Use of Confidential Information. PPD will use such Confidential Information
only for the purposc of fulfilling its obligations and cxercising its rights under this
Agreement and will not disclosc it, without thc prior written consent of
AVENTIS, to any third party cxcept for PPD’s cmployces, Investigators, IRB
members and others who have a nced to know such information in order to
perform the Project and are bound in writing by obligations of confidcntiality with
respect to such Confidential Information at least as stringent as thosc provided
herein. The obligations of confidentiality hercunder shall continuc for a period of
tecn (10) years from the datc thc Confidential Information is discloscd or
developed. PPD's obligations of confidentiality hercunder shall not apply to
information that PPD can cstablish:

(a) is in the public domain at the time of disclosure or development;

(b) is publishced or othcrwisc becomes part of the public domain after
disclosure or development through no fault of PPD, an Investigator or their
respective employees or agents;

(c)  was in the possession of PPD at the time of disclosure or development, as
cstablished by contemporancous written rccords, and was not acquired
dircetly or indircctly from AVENTIS undcr an obligation of confidence; or

(d)  is indcpendently developed by PPD without usc of or rcliance on any
Confidential Information.

Disclosure Required by Law. In the cvent that PPD is required by law to disclosc
any Confidential Information, PPD will, as soon as possible (and in any cvent
prior to such disclosurc), notify AVENTIS of such requirecment so that AVENTIS
may secck a protective order or other appropriate remedy, or in its solc discretion,
waive compliance with this Scction 7.3. In the cvent that no such protective order
or other remedy is obtained, or in the cvent that AVENTIS waives compliance
with this Scction 7.3, PPD will furnish only that portion of the Confidential
Information which it is adviscd by counscl it is Icgally required to furnish and will
exereisc all rcasonable cfforts to obtain rcasonable assurancc that confidential
trcatment will be accorded the Confidential Information so furnished.

Availability of Injunctive Relicf. PPD acknowledges that the disclosure of
Confidential Information without AVENTIS's express written permission will
causc AVENTIS irrcparablc harm, and that the breach or threcatened breach of the
non-disclosurc and/or non-usc provisions of this Agreecment will entitle
AVENTIS to injunctive relicf, in addition to any other legal or cquitable remedics
that may be available to it,
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ATTACHMENT D

Transfer of Obligations
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As permitted by 21 CFR 312.52, the following obligations of the SPONSOR will be
transferred from AVENTIS to PPD DEVELOPMENT:

1.

21 CFR 312.32:

PPD Decvelopment will promptly inform AVENTIS of any important safcty
information, including scrious or uncxpeeted adverse cxpericnces reccived by PPD
Devclopment. AVENTIS will retain responsibility for FDA and other Regulatory
Agcency notifications.

21 CFR 312.53:
PPD Decvclopment will sclect monitors qualified by training and cxperience to
monitor the progress of the Project.

21 CFR 312.53:
PPD Dcvelopment will sclect Investigators qualified by training and expericnce and
Aventis or designec will notify FDA of sclection.”

21 CFR 312.53:

PPD Development will procure the following documents from cach Investigator to

be monitored by PPD Development:

a. A completed and signed Form FDA-1572.

b. Current curriculum vitac of the principal Investigator and all other individuals
identificd on Form FDA-1572.

c. Protocol signed by the principal Investigator.

d. A copy of the informed consent form to be uscd by the Investigator.

c. Institutional Revicw Board approval of the Protocol and informed consent form
including Board membership list and license number,

f. As appropriate, Institutional Revicew Board approval of Protocol amendments
and annual re-approvals.

g. Disclosurc Agrcement and Clinical Investigation Agreement signed by the
principal Investigator.

21 CFR 312.55:

PPD Devclopment will provide all participating Investigators with current Study
Drug Package Inscrt and, as the Project procceds, keep cach participating
Investigator informed of new information reccived from AVENTIS regarding the
Study Drug,.
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10.

21 CFR 312.56:

PPD Development will report to AVENTIS any Investigator that is not complying
with his/her signed agrecement (Form FDA-1572), end the Investigator’s
participation in the Project upon instruction from AVENTIS, and rccover unused
Study Drug.

21 CFR 312,56:

PPD Dcvclopment will monitor the progress of the Project in accordance with this
Project Contract, Monitoring Guidclines issucd under 21 CFR 10.90 and the
applicablc Project SOP’s.

PPD Devclopment will summarize the evidence rclated to the safety of the Study
Drug as it is obtained from the Investigators being monitored by PPD Dcevelopment
and make surc cvidence available to AVENTIS.

21 CFR 312.59:

- PPD Decvelopment will assure the proper return of all unused supplics, as specified

in the applicable Project SOP’s, of Study Drug, from cach PPD Decvelopment
monitored Investigator whosc participation in thc Project is completed or
terminatcd.

21 CFR 312,57 & 21 CFR 312.58:

PPD Development will retain records and reports associated with the Project in
accordance with cited CFR and the applicable Project SOP’s, and comply with any
FDA or other Regulatory Agency inspections and/or requests.






